Objective-To study the role of the HLA system in the genetic susceptibility to familial systemic sclerosis (SSc). Methods-HLA class I antigens were determined by classic serological methods and HLA-DRB, -DQA and -DQB genes were analysed by genetic typing in 36 individuals belonging to two families with several individuals affected by SSc. Results-The results did not show any association of the inheritance to SSc with any particular HLA allele in these families but revealed a striking frequency of ANA autoantibodies in healthy spouses of the members of these families. Conclusion-The otherwise infrequent familial incidence of SSc does not appear to be primarily linked to the HLA system in this study but it is suggested that other unknown exogenous environmental factors could be implicated in the development of the disease in families.
Although systemic sclerosis (SSc) is not considered to be a primarily genetic disorder, it is generally accepted that the disease does have a genetic component. There are several reports of familial occurrence [1] [2] [3] [4] and certain alleles of the HLA system have been associated with the disease. 5 Moreover, several groups reported the appearance of autoantibodies and clinical features related to the disease among first degree relatives of SSc.6 Conversely, an increased incidence of ANA in spouses of affected individuals has been reported.7 8 Although this fact has not been confirmed by others,9 it suggests that an exogenous component could be related to this disease.
The association of HLA with SSc has only been studied in a few cases of familial SSc probably due to the extremely low incidence of familial occurrence. The aim of this study was to analyse the association of the HLA system with the inheritance of scleroderma or its clinical and serological features in two families with more than one affected member.
Patients and methods

CASE REPORTS
The pedigrees and HLA haplotypes of both families are shown in the figure. Both arthritis, lupus erythematosus). Moreover, other unknown genes apart from HLA could be implicated in the development of the disease although a weak genetic component is expected to be demonstrated in SSc predisposition. On the other hand, a high prevalence of ANA is found among the spouses of the patients and of the other first degree relatives of both families studied: 5/10 spouses (50%), a higher ANA prevalence than the one found in our experience (5% ANA positives in 100 healthy blood donors studied, unpublished data) and that reported in controls by other studies.9 This finding might represent the existence of an environmental exposure shared by the members of these families and it supports the probable contribution of undetermined exogenous factors in the susceptibility to SSc.
